Study selection and analysis: Inclusion criteria: double blind, randomised controlled trial (RCT) comparing antidepressants with placebo or alternative drug treatments; published in any language; people with a current depressive or mixed depressive/ manic episode with or without psychotic symptoms and at least one previous episode of mania or hypomania. Analysis: pooled relative risk calculated for binary efficacy outcomes using fixed and random effects models. Heterogeneity was assessed using the Q statistic.
Outcomes: Clinical response; clinical remission; switching to mania.
MAIN RESULTS
Twelve RCTs met inclusion criteria (n = 1088).
Antidepressants versus placebo: antidepressants significantly increased clinical response and remission compared with placebo, and there was no significant difference in risk of switching to mania (response: n = 662, RR 1.86, 95% CI 1.49 to 2.30; remission: n = 573, RR 1.41, 95% CI 1.11 to 1.80; switching: n = 779, RR 1.00, 95% CI 0.47 to 2.13).
Tricyclic antidepressants versus other antidepressants: there was no significant difference in clinical response and remission between tricyclic antidepressants and other antidepressants, although tricyclic antidepressants significantly increased switching to mania compared with other antidepressants (response: n = 296, RR 0.84, 95% CI 0.67 to 1.06; remission: n = 74, RR 0.84, 95% CI 0.47 to 1.48; switching: n = 370, RR 2.92, 95% CI 1.28 to 6.71).
CONCLUSIONS
In people with bipolar disorder, antidepressants increase clinical response and remission compared with placebo, and do not increase the risk of switching to mania. Tricyclic antidepressants increase the risk of switching to mania compared with other antidepressants. There is limited evidence on the effects of antidepressants versus other medications. Further studies are needed that assess longer follow up periods and clearly define emerging mania and partial remission.
NOTES
Most people in the RCTs were also taking a mood stabiliser or an atypical antipsychotic, so the results may not be applicable to antidepressant monotherapy. 
Commentary
T his systematic review and meta-analysis by Gijsman et al provides an important new perspective on the reluctance to prescribe antidepressants, especially the newer ones, for bipolar depression-a difficult-to-treat condition.
However, the analyses are limited by the paucity and short duration of studies, the absence of a placebo arm in several studies, the concomitant use of a mood stabiliser in the majority of participants, and the lack of detail regarding the history of rapid cycling or antidepressant induced mania. The studies are also made heterogeneous by inclusion of people with bipolar II depression, mixed episodes, and a history of only antidepressant induced mania. We must await further studies in order to be confident about the low rate of switching from depression to mania with antidepressants in the absence of a concomitant mood stabiliser. Antidepressants may not be as efficacious for bipolar depression when added to a mood stabiliser at the higher end of the therapeutic range. For example, no difference was found in response between paroxetine and placebo when added to lithium at levels .0.8 mEq/l. 1 When deciding whether to prescribe an antidepressant, potential alternatives should be considered which have little risk of promoting a switch, such as lamotrigine, 2 lithium, quetiapine, 3 or olanzapinefluoxetine combination. 4 The use of olanzapine (and perhaps quetiapine) must, however, take into account the risk of metabolic syndrome. Lamotrigine and lithium also have the advantage of being efficacious for prophylaxis of bipolar disorder.
There are data to suggest a very low rate of switching with paroxetine 1 and bupropion. 5 A small study suggested that there may be a lower rate of switching with paroxetine than with venlafaxine, 6 but this finding needs to be replicated. Hence we believe the American Psychiatric Association guideline regarding the choice of antidepressant is supported by some evidence, even though it is limited.
Maximising the mood stabiliser and/or the addition of lamotrigine or lithium is currently recommended as the first step in treatment for bipolar depression. If an antidepressant is needed, using medication such as paroxetine or bupropion, for which at least some data exist to support a very low rate of switch, is clinically reasonable. However, use of antidepressants without a concomitant mood stabiliser is not recommended. Further data are needed to clarify the role of second generation antipsychotics as adjunctive treatments for bipolar depression. THERAPEUTICS
